The treatment of active tuberculosis during pregnancy is complicated by the problem of the safety of the drugs employed. In order to prevent the emergence of drug-resistant organisms it is customary during the initial stages to give streptomycin as well as isoniazid and p-aminosalicylic acid, and, while the mother is of course subject to the risk of ototoxic damage due to streptomycin, it is not entirely clear how far this risk extends to the foetus. Certainly streptomycin does cross the placenta: this was established in 1945 by Woltz and Wiley and independently by Heilman et al. (1945) . Subsequent work (Bernhard et al., 1950 ; Riskxer et al., 1952 ; Charles, 1954) confirmed that, although the effectiveness of the placental barrier varies, streptomycin and dihydrostreptomycin (Jacobsen, 1953) 
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The effect of these drugs on the foetus was studied experimentally by Risker et al., using guinea-pigs ; no disturbance of auditory or vestibular function was apparent. Watson and Stow (1948) were the first to examine this question clinically; they found no obvious abnormality in two children born after high maternal doses of streptomycin during pregnancy. Later reports agreed, and Kreibich (1954) was able to collect from the literature 35 cases in which children at risk seemed to be unaffected. Since 1950, however, several case reports have appeared of deaf children born to mothers treated with streptomycin for tuberculosis. Leroux (1950) described the case of a child aged 2i with deafness (and normal caloric responses) whose mother had received 30 g. of streptomycin in the last month of pregnancy. Bolletti and Croatto (1958) reported the case of a girl of 5 with severe deafness and impaired vestibular function, the maternal dose of streptomycin having been 1 g. daily for 85 days prior to delivery. Kern (1962) described the case of a 6-year-old girl with severe deafness in the left ear and total deafness in the right. A caloric test evoked very little response. In this case the mother had been treated with 20 g. of dihydrostreptomycin in the first four months of pregnancy. Finally, in a study of the causes of deafness in 300 children, Robinson and Cambon (1964) (1960) found two cases of high tone loss among six children they examined, and in one the caloric tests were abnormal. Lenzi and Ancona (1962) General Examination.-In Case 1 the boy had a short systolic murmur maximal at the pulmonary area and conducted down the left sternal edge. There was no thrill. Both elements of the second sound were audible. The chest was asymmetrical, with prominence of the ribs in the left parasternal region ; no abnormal pulsation was present. The pulse was normal and the femoral pulses were present. In Cases 2, 6, and 12 a systolic murmur was heard in the pulmonary area. It was unaccompanied by a thrill or evidence of ventricular hypertrophy. The pulmonary second sound could not be heard in Case 6. Arachnodactyly was noted in Cases 6 and 12.
Audiograms.-An abnormal audiogram is defined in this paper as one showing an air-conduction threshold below 20 decibels at any frequency. This was classified as mild deafness. If there was any frequency with a threshold below 40 decibels the term moderate deafness was applied, and if any were below 60 decibels severe deafness. Four children had unilateral hightone hearing loss of perceptive type (see Table I ).
Caloric Tests.-These were considered to be abnormal if the duration of nystagmus after starting irrigation was 80 seconds or less. Six children had abnormal responses (see Table I ). Those having no response at all at the standard temperatures (300 and 440 C.) were tested with water at 200 C.
Results in Mothers Fourteen mothers were treated with streptomycin and three (Cases 2, 7, and 17) with Myxtamycin (equal proportions of streptomycin and dihydrostreptomycin). Details of dosage are given in Tables I and II, and include 
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was no rhesus incompatibility. No cases of pyelitis occurred in pregnancy, but one mother had mild toxaemia just before term (Case 2). Other drugs given during pregnancy were isoniazid (Case 4), p-aminosalicylic acid (Cases 1, 9, 12, 13, and 14), or both these drugs (Cases 2, 3, 5, 7, 8, 10, 11, 15, 16, and 17) . All received oral iron, four had barbiturates (Cases 4, 7, 14, and 17), two had antihistamines (Cases 2 and 8), and one had carbromal (Case 6).
Audiograms.-These were carried out on 14 mothers. Six were abnormal, four with high-tone loss and two with mild perceptive deafness across the speech frequencies (see Tables I  and II) .
Caloric Tests.-Thirteen mothers had these performed. Two were abnormal (see Table I ). Fig.) and caloric tests. Her BRITISH MEDICAL JOURNAL case is of particular interest in that she continued treatment with streptomycin for four months after delivery before developing vertigo. Such results suggest a factor influencing both mother and child in these families-for example, impairment of maternal renal function or familial sensitivity (Prazki et al., 1964) -but the placental transmission of streptomycin is apparently variable, and it may be that this, or biological idiosyncrasy, could account for the appearance of eighth-nerve lesions in particular children. It is also important to recognize the danger of attributing abnormal audiograms (especially in the mothers) specifically to streptomycin damage (Gillam, Archard, and Dunn-to be published).
Discussion
The first child seen had a known congenital heart lesion. Three others were found to have pulmonary systolic murmurs but were symptom-free, and further investigation was thought unjustifiable. The significance of these findings therefore remains uncertain.
Clearly, there are risks associated with the use of streptomycin in pregnancy. This investigation suggests that minor degrees of eighth-nerve damage may be common: in our children, at least, the immediate effects were unimportant. Examination of large numbers of children is needed to put the risks into perspective.
Summarv
Seventeen children aged 6-13 years whose mothers received streptomycin during pregnancy were examined. Eight were found to have minor abnormalities of eighth-nerve function, caloric tests being abnormal in six and audiograms in four: no deafness was found in the speech frequencies. Although no child had any apparent disability, it is suggested that such children may be peculiarly liable to toxic labyrinthine injury and should have tests of eighth-nerve function before being given streptomycin in future. For the haemagglutination test a 4% suspension of tanned sheep red cells was used. These cells were sensitized by exposure for 30 minutes to a mixture of proteins derived from human prostate by phenolic extraction. The prostatic material was obtained at necropsy from young subjects who had no obvious prostatic disease. Two to 2.5 mg. of the freeze-dried antigen was suspended in 5 ml. of isotonic saline for the sensitizing procedure, the concentration being selected to give uniform results with known positive sera from patients and serum from immunized rabbits. Each patient's serum was tested at serial dilutions of between 1 in 20 and 1 in 320; in the light of previous experience agglutination at 1 in 20 was regarded as a positive result. Despite the known sensitivity of haemagglutination procedures, titres above 1: 160 were not very common. Titres greater than 1: 1,000 have, however, been noted.
A minor modification of the test has involved a more prolonged absorption of test serum with an equal volume of packed sheep red cells for 20 minutes. This was found to diminish the tendency of certain sera to cause non-specific agglutination, affecting not only sensitized but also unsensitized sheep red cells. Each serum found to be positive in the routine test was then rechecked to ensure the specificity of the agglutination. This was done by adding 0.25 mg. of prostatic antigen to 0.1 ml. of serum, and after this specific absorption with antigen various dilutions of the serum were retested. A specific positive reaction was one in which haemagglutination occurred in the original test but did not occur after absorption of the serum with prostatic antigen. As only one concentration of antigen was used -this technique may have failed to absorb out true antibody in certain cases. Since completing this study we have had evidence of this in two cases of ankylosing spondylitis and one of Reiter's syndrome which now give positive results of proved specificity but had previously been reported as giving non-specific agglutination.
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Results
Reiter's syndrome was diagnosed in 28 cases, 23 of which gave positive reactions and 15 had specific positive tests for antibody to prostatic antigen (see Table I ). Four out of 20 possible cases of Reiter's syndrome were also specifically positive, and so also were 18 out of 46 cases of ankylosing spondylitis. This was evidently not an exclusive test for Reiter's syndrome and ankylosing spondylitis, since it was found
